Compared with white and black patients, PADT was suggested to be more effective in Asian populations. 7 Furthermore, adverse effects associated with ADT, such as decreases in bone mineral density and possible increased risk of cardiovascular disease, are suggested to be milder in Asian versus Western populations. 8 It was reported that the survival of patients with nonmetastatic prostate cancer was comparable to the life expectancy of the general population, 9 although careful interpretation is required; men undergoing prostate biopsy, even for localized prostate cancer, are so-called healthy, whereas the general population includes very sick men. As a result, noninferior survival with PADT compared with radical therapy can be hypothesized as possible in Asian populations. Accordingly, in addition to the recommendation of PADT in the NCCN Guidelines, the NCCN Guidelines-Asia Consensus Statement for Prostate Cancer 8 state that PADT may be considered as a possible treatment option for the following select patients: (1) low-and intermediate-risk patients with life expectancy $10 years if they are unable to commit to radical therapy or active surveillance; (2) low-and intermediate-risk patients with life expectancy ,10 years; and (3) high-risk patients, in whom ADT is suggested as a therapeutic option for those who are unfit or inaccessible for radical therapy, or have a short life expectancy.
However, is it true that PADT is an alternative therapy for radical therapy such as RP for nonmetastatic prostate cancer in Asian populations? In their article in this issue, Ha et al 10 reported differential overall survival between RP and PADT using a health This study has several limitations. First, the data on diagnosis, therapeutics, and outcome are very limited, and Gleason score, prostate-specific antigen level at diagnosis, detailed clinical stage and modality used for RP and PADT, and the events of progression and cancer-specific death are not available. Because the detailed data on diagnosis are missing, risk stratification and data analysis according to NCCN classification are impossible. The lack of detailed clinical stage in locally advanced disease is most critical, because it is one of the most important determinants of therapeutic strategy, wherein RP for T3aN0 and radiotherapy for T3b/4N0, but PADT for TanyN1 would be preferred in many cases.
Second, this study is based on nonrandomized methods. In real-world settings, PADT is likely to be used in more advanced disease and for frailer patients compared with RP. Also, although the known biases were adjusted by PSM analysis, unknown biases could have affected the results. Third, other treatment modalities are lacking, such as radiotherapy, active surveillance, and observation. In particular, the outcomes of men who underwent radiotherapy would augment the results of this study, although this population is relatively small in South Korea.
Finally, one of the major limitations in this study is that the follow-up period is relatively short (median,~5 years). Within this time-frame, the mortality event number is small, and in particular, cancer-specific death is estimated to be rare, although the data are not available. The inferior survival in PADT may be derived from non-cancer-specific death from causes other than cancer progression. Survival data are similar between localized and locally advanced disease, especially when treated with RP (5-year survival, 92.6% vs 76.5% with PADT, and 92.6% vs 71.1% with PADT, respectively). Interestingly, these data are almost identical to PADT survival data in EORTC 30891 (5-year overall survival,~70%; 5-year cancer-specific survival,~90%), 3 suggesting a nonunique outcome of PADT in Asian patients.
Researchers have suggested that PADT may reduce cancer-specific death but increase non-cancer-specific death compared with observation, balancing the mortality rate between PADT and observation. 3 Thus, men who are likely to die of metastatic prostate cancer may experience a beneficial outcome with PADT, whereas men unlikely to die of prostate cancer, such as those with nonmetastatic disease, may experience adverse effects resulting from PADT. Interestingly, the analysis of risk factors in overall survival revealed that osteoporosis was a risk factor of mortality, suggesting that the pathologic conditions associated with osteoporosis or induced by PADT might impair survival.
Thus, similar to the report from the United States, this study suggested that PADT also shows inferior outcomes compared with RP in Asian populations. Although careful judgement regarding the results is required due to the limitations, the study suggests important insights into the management of nonmetastatic prostate cancer in Asian men. An ongoing Japanese nationwide prospective cohort study by the Japan Study Group of Prostate Cancer, which is collecting data on the diagnosis, therapeutics, and longterm outcomes, is expected to contribute valuable information toward answering this question.
